SUMMARY A broad range of autoreactivity among a group of 12 French patients with rheumatoid arthritis (RA) and 58 of their healthy first degree relatives has been identified. Over 15% of the patients were found to have antibodies to ssDNA, histone Hi, H2A, and H2bB. Among the relatives, IgG and IgM rheumatoid factor and antibodies to ssDNA, H2A, and H4 were present in more than 10%. Even more remarkable, a common anti-DNA antibody idiotype designated PR4, known to be present in 70% of patients with systemic lupus erythematosus (SLE), was found in approximately 30% of both patients with RA and their healthy relatives. This is quite different from its lack of increased expression in relatives of patients with SLE and suggests that in the family members of those with RA a particular combination of environmental influence on germline gene expression is responsible.
Rheumatoid arthritis (RA) is an inflammatory autoimmune disorder of unknown aetiology characterised by joint inflammation and erosion. Among a wide range of immunological abnormalities, the presence of high titres of rheumatoid factors (RFs) is often notable. There is a well established association between RA and HLA-DR4 in most white populations,1 and more recently an association with the immunoglobulin heavy chain allotype Glm(x) has been described.2 3 Several family and twin studies have attempted to elucidate an environmental or genetic predisposition for the development of the disease, but no clear markers have been found apart from HLA and immunoglobulin allotype associations.
In one of the family studies, which focused on possible serological abnormalities, no significant differences in the antinuclear activity or in natural antibody production in relatives and controls compared with patients could be detected. 4 In another study antinuclear antibodies were shown to correlate with RF positive patients with RA but not with affected RF negative or unaffected members of Accepted for publication 27 The autoreactivity detected is not an artefact of the assay procedure as the healthy controls tested did not show such a range of reactivity. No simple patterns of association of autoreactivities were sentative of a evident, implying that the coexpression of individual many years. autoreactive antibodies is not simply due to a linked y of the anti-response, and is most probably due to individual It (data not factors together with any polyclonal activation.
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